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i endothelial cells HtJVFC. Lastly, tour mtrapefitoneaf i , ^ ■> s or scFv JH I 
, a i o day 9, " 17 and 1 < ' -t s , • , banian ovsnan 

carcinoma ceils t.W143 to nude mice (2x10 s cells/rioodse; significantly inhibited 
tumor growth These results suggest thai aniPVbGF scFv JH1 may be a use-ru! 
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. on pei n assay ta assess 
ntibodies, R|ore«r> R. Gonzales, 
Kashmiri. L?7B, CCR vC' N7H, 



canity enhanced, /;; who c-Nds induced A.QCC aoliviiy with these PivlNs. The 
tumor growth of SWiSSO suocutaneously transplanted nude moose tended io the; 
suppressed by i.p. administration of d-Ndz or G-CSF. in addition, the combina- 
tion oi c-Pk12 and G-CSF significantly inhibited this .'ft vivo tumor growth, which 
was accompanied by a strong infiltration of PivtNs info and around trio trans- 
planted i as o i" i ► by immunohistochemicas study with anti- mouse 
neutrophil diastase antibody. Those results suggest that PMNs play an important 
id? induced A trie : 
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idiotypic antibodies iand -ipsa to the parental Ab. Sera reactivity is 
trie aoiiily o? a humanised Ah variant to compete with the parehta! Ab tor binding 
to patients' sera. We developed a 1 Piasmcn Fiesonspce-dased assay to 
monitor the binding of the seia anti-ids to the parents! Ad and !he inhibition of tins 
binding by the variants 'Bus new assay lequirss no radioiaoering, is - - i - , less 
time consuming, and uses oniy smaii amounts of sarum thrdugh an innovative 
sample i< ■ i ' technique. To validate ■ assay, have lested the relative 
reactivities o! the CivR-grarted ant; carcinoma Ab. HuCC4.9, and two variants, 
designated V5 and ViO, to the sera ot bvo patients, who were earlier administered 
- uirine CCdS ! teal the concentration f th, 

competitor antibody required tor bub: inhibition ot the binding of the serum to 
HuCC49 -.h ' \r 

one serum, and a lija-told difference in their reactivities to the other serum. The 
results may indicate the difference between lire potential immuiioqeulcitiies ot the 
variants arid the oarsntal frumanised Ab Furtherraore, the assay can be adapted 
to allow a comparison of relative amounts o? ant; ids present in sera of different 
patients without removing - circulating antigen. This can facilitate the rapid 
screen rq of Me sera of patie its rvsUed t - i < 



#4803 Characterization of five new fully human monoclonal IgM antibod- 
iat if: rcinoma patient 

i t - fdatihias p Bertram filer:, .Justus Mueller. Flans Konrad f ei 
r i t c end i Peter Vplimers. Pamoiogy. Univ. » o p' r yVborrdorp. Ger- 
i i i , h Cfrfniy 

Monoclonal antibodies are socepted to be ioeai adpivsa: e t w 
agents for all Kinds of diseases. Polyvalent (crossiink:ng: and low mutated IgM 
antibodies (less immunogenic) are believed :o be the most effective weapons 
against cancer Trie best source for these types ot antibodies is the cancer patient 
itself. Using conventions! bybndema technique, not oniy fully human monoclonal 
IgM antibodies are is sled b t alsc ew - , si ftecj by tn<* same 
experimental approac c 
peutical puip < - , J G i i > i i i e 

patients witn carcinomas of colon, pancreas and lung were isolated from lyrnpn 
nodes and immortalized by iusicn to the heteiomyeloma 'VI' Resulting 
unman monoclonal antibodies were tested initially on autologous rumor tissue 
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:d charactered tive new human monooio- 
r I igtyts Pie mainly germ -line coded , anfidodtes M 1 and CM-a (color:;. 
PM -I and PM-2 (pancreas! and LiVi- ; |!ungi are specific Gg malignant tissues and 
show only restricted t why healthy os!is Biochemical analysis to deter- 

mine tne corresponding - are underway Tested for functional :r: vitro 
aciiviry, ouman antibody CM-1 innibits tumor ceil proliferation by inddding apo- 
ptosis. Adjuvant treatment 0 t cancer with monoclona! antibodies requires new 
antibodies and new targets. By using classics! human hybridoma technique we 
iiave established five new human monoclonal IgM antibodies troiri patients with 
t »ti cancers Aii five antibodies show a tumor restricted reactivity pattern and 
at least one antibody (CM- 1) induces apoptosis. This shows is 
patients have an ami tumor B- ssi! i and manifest tumors i 

of quality but most likely of quantity of humorai immunity 



#4804 Granulocyte-colony stimulating fi 
body Nd2 dependent cytotoxicity against f 
polymorphonuclear neutrophils. Yutaka Tamarnorp i'efsgji Sawada, Tamahuro 
Nishihara, Yoshno Yamasbta. biasaiciti Omra, and Kose: Hirakawa. Def;ar:;"v:: 
or Surgics: Oncology. ^ w C:iY b'r;oor S 'fv Graduate Schoc> o' ' cd ' 1 Osaba 

Mob is a monocionai antibodiy against pancreatic cancer. VVe have previously 
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;ied cytotoxicity (ADCC; with peripheral biopd it;ononnciesr 
ors. in this study, we r " t c-Nds induced ADCG by 
autrophils (PMldsl as effector cete and the effects d! G-CSF 
rfotoxicity. Cytotoxicities < paficreatic cancer eel! line 
dependeutiy inc;eassd during rrnxed PMM and tumor ceil 
Hnd these cytotoxicities were significantly suppressed by 

rthemiore, the treatment of "fv with G-CSF was signifi- 
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of iddypa >c a Gwa-posbi 
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immunisation with either toun ot aBh lesuifext in the induction of both humoral 
and ceii-rnediated immune responses. However , mice r co with the 4B6 
scFv demonstrated a sponger humoiai immune ;esponse This was indicated by 
a higher f' , antibody titer, a stronger anti-anti-id response, and a 
stronger anti -GD2 antibody (Aboi response. A somawhat stronger CBil-medtated 
immune rssponse was induced m mice immunized with the 4BS scFv, as ciem - 

! by ir.t p i H i id tht piim-^o n't ( if 

spleen cells. These results indicate that the scFv torn: induces, a stronger anti-id 
response man tne igG Thus, the sEiri scf v rias poienria! as an anti-id vaccine ?bc 
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t } t > «3 w ' B: A potential 

mechanism for revelation of cryptic epitopes. Ddnieiie lllanet, Amy Cox, Chi V. 
Dang, f j Cascioia-Rosen, attd Anlony Posers -rodos Hopkins U:wersi(y School 
of Medeace, Saiiimore. MO. 

The ongoing identification ot tumor antigens has begun to efirdidafs that tfre 
maioiity of - proteins a noo-mutated and thus enragee responses ugztifisi 
them represent an autoimmune phenomenon. Unlike in aotoimmune disease, 
where the immune : espouse against serf proteins is detrimental to the host, 
immune responses ageing! sed proteins in tumors have been associated with a 
store favorable prognosis. Thus, the c ti ( ot a common mechanism 
responsibie to: rendering stich sell proteins immunogenic, may greatly benefit the 



and were targeted by autoantibodies in various different malignancies. 
m e ' ^ei a n< > in r 
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tumors, may play a role in inciting the specific adaptive immnps 
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imipunotoxins directed against CD?, -an antigen j 

nogenecity and non-specific toxicity. An appealing alt. 

thereby leading to apobiosis. Nonnaily" they .are effr 
ciease iphibitor (Rl), a cyfosoitc protein found in at 
-rafMasra was mfctsterf such that ft -a « tx . 
used to derive a potent, less immiunogenic immunota 
motatidcs were made withn-i key regions in the FI 
mutants will be examined for their abiiliy to evade 
targstirvg moiety directed against CD?. 
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